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                    A BSTRACT  
 In the present study, a series of solid dispersions of the drug 
nimodipine using polyethylene glycol as carrier were pre-
pared following the hot-melt method. Micro-Raman spec-
troscopy in conjunction with X-ray powder diffractometry 
was used for the characterization of the solid structure, 
including spatial distribution, physical state, and presence 
of polymorphs, as well as storage stability of nimodipine in 
its solid formulations. The effect of storage time on drug 
stability was investigated by examination of the samples 6 
months and 18 months after preparation. Confocal micro-
Raman mapping performed on the samples showed that the 
drug was not uniformly distributed on a microscopic level. 
The presence of crystals of nimodipine with sizes varying 
between one and several micrometers was detected, and the 
crystal size seemed to increase with overall drug content. In 
samples examined 6 months after preparation it was found 
that the crystals existed mainly as the racemic compound, 
whereas after 18 months of storage mainly crystal conglom-
erates were observed.  

   K EYWORDS:     Solid dispersion  ,   nimodipine  ,   Raman 
spectroscopy  ,   polymorphism    

   INTRODUCTION 
 Polymorphism describes different crystal packing arrange-
ments of the same molecular species in its solid state, while 
the pseudopolymorphs are the solvate and amorphous solid-
state forms. Polymorphism investigations are particularly 
important in drug and product development in the pharma-
ceutical industry, since certain properties of a formulated 

product, such as bioavailability and stability, are often 
directly related to the physicochemical properties of the 
existing polymorphs in the formulation. 1-3  
 X-ray powder diffractometry (XRPD) and solid-state 
nuclear magnetic resonance are used in the identi� cation of 
polymorphs, while spectroscopic techniques such as infra-
red (IR) and Raman can supply information on the short-
range structure of polymorphs. 4  ,  5  These techniques can also 
be used for the quanti� cation of polymorphic composition 
and degree of crystallinity. 6  The fundamental molecular 
vibrations are different for each polymorph because of the 
different packing arrangements, providing a unique  “ � nger-
print ”  in the form of a spectrum. 7  ,  8  Raman spectroscopy 
has 3 signi� cant advantages over traditional spectroscopic 
techniques, such as Fourier transform infrared (FT-IR) spec-
troscopy. First, it requires no sample preparation. Second, cou-
pling to an optical microscope allows the study of small 
particles within nonhomogeneous solid sample matrices. 
Finally, Raman spectra can be obtained noninvasively, even 
within a sealed transparent container. 9  If the incident light is 
transmitted through an optical microscope (magni� cation 
×100) before reaching the sample, the light scattered from 
an area of only a few micrometers can be collected. 7  ,  8  ,  10  The 
spatial resolution can be further improved in confocal sys-
tems, where the collected light passes through a pinhole 
before reaching the detection system, allowing collection of 
spectra from a sample volume smaller than 1  � m 3 . 
 Nimodipine is a drug of the 1,4-dihydropyridene type that 
can be used for the prevention and treatment of ischemic 
neurological de� cits. 11-14  The substance is a racemic mix-
ture of 2 optical antipodes and shows 2 polymorphic forms. 11  
Modi� cation I (mod I) is the racemic compound, while 
modi� cation II (mod II) is the conglomerate. Nimodipine is 
practically insoluble in water and exhibits low bioavailabil-
ity after oral administration. 11  Therefore, improving the dis-
solution characteristics of nimodipine from its oral solid 
dosage forms becomes a major goal. To date the literature 
on solid dispersions of nimodipine has been limited. 15-17  
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The development of effective new formulations requires 
detailed investigation of nimodipine ’ s polymorphism, 11  ,  12  ,  14  
particularly since nimodipine dispersed in a solid carrier 
may exist simultaneously in 2 crystal modi� cations and as 
an amorphous material. 17  
 Solid dispersions can be used to increase the dissolution 
rate of a drug with low aqueous solubility, thereby improv-
ing its bioavailability. 18-21  One of the most critical aspects in 
the preparation of such formulations is the ability to assess 
(and, subsequently, control) the physical state of the drug 
and its particle size distribution, 2 variables that can signi� -
cantly in� uence the drug dissolution rate. Typically, X-ray 
diffraction (XRD) and scanning electron microscopy (SEM) 
are used for this task. However, in the case of amorphous 
drug dispersions, SEM is unable to unequivocally evaluate 
the drug distribution in the matrix. Confocal micro-Raman 
spectroscopy, which can provide solid-state characteriza-
tion of both amorphous and crystalline materials, can be use-
ful in achieving this goal. To the best of our knowledge, the 
technique has not been used until now in the complete inves-
tigation of solid dispersions of drugs, except in 1 study. 22  
 The objective of this work is to explore the potential of con-
focal micro-Raman spectroscopy to qualitatively and quan-
titatively characterize the solid state of a drug, as well as its 
dispersion — physical form and spatial distribution — in a 
polymer matrix (inert drug carrier). The scope of the study is 
enhanced by including an investigation of the drug ’ s stability 
(physical state and polymorphism) in the mixtures during 
long-term storage. The samples examined were solid dis-
persions of nimodipine in polyethylene glycol (PEG) 4000, 
prepared according to the hot-melt method. In addition to 
micro-Raman spectroscopy, XRPD, differential scanning 
calorimetry (DSC), and hot-stage microscopy (HSM) are used 
to provide physicochemical characterization of the samples.  

  EXPERIMENTAL 
  Materials and Equipment 
 Micronized nimodipine with an assay content of 101.2%, a 
melting point of 125°C to 128°C, an aqueous solubility of 
~0.5 mg/L, and free solubility in ethanol was supplied by 
UQUIFA (Barcelona, Spain). The particle size distribution 
was determined using a Malvern Mastersizer S (633 nm) 
(Worchestershire, UK) and found to range from ~1  � m (or 
less) to 29  � m (10% up to 1  � m, 50% between 1 and 9  � m, 
and 40% between 9 and 29  � m). PEG 4000 with a molecu-
lar weight of 3898 g/mol (calculated by OH end groups), a 
T m  of 54°C (DSC analysis), a moisture content <0.5% (ther-
mogravimetric analysis), and a viscosity of 118 mPa·s 
(at 20°C, 50% relative humidity [RH]) was obtained from 
Clariant (Sulzbach, Germany). All other materials and 
reagents were of analytical grade.  

  Methods 
  Preparation of Solid Dispersions 
 The solid dispersions were prepared by the hot-melt tech-
nique. Preliminary HSM tests showed that the temperature 
for complete dissolution of the nimodipine crystals in the 
melt of PEG increases with drug content and heating rate, 
and it was veri� ed that at temperatures between 65°C and 
130°C nimodipine starts to dissolve into PEG melt. Thus, 
physical mixtures of nimodipine and PEG were heated dur-
ing stirring in a reaction tube immersed in an oil bath to 
130°C, under an argon atmosphere. The mixtures were then 
held to this temperature to ensure that the drug was com-
pletely melted and a homogeneous and transparent solution 
was obtained. Solid dispersions with nimodipine/PEG 10/90 
wt/wt, 20/80 wt/wt, 30/70 wt/wt, 40/60 wt/wt, 50/50 wt/wt, 
and 100/0 wt/wt (control) were prepared. Next, the tubes 
were immersed in a water bath to quench the melt. The pre-
pared samples were stored at 25°C in desiccator. 
 To evaluate the effect of long-term storage on the physical 
structure of nimodipine, the solid dispersions were stored 
up to 18 months at 25°C and 60% RH.  

  DSC 
 DSC studies of the prepared samples were conducted imme-
diately after preparation as well as after storage for 6 months. 
A Perkin Elmer Pyris 1 DSC (Shelton, CT) equipped with 
an Intracooler 2P cooling accessory was used. Samples of 
5 mg were placed in standard aluminum pans and sealed with 
a lid. Heating scans of 20°C/min or 100°C/min were applied 
with a nitrogen purge of 20 mL/min. Fast heating rates are 
preferred, to prevent changes during scanning. 23   

  XRPD 
 XRPD study of the samples after storage for 10 days as well 
as after 6 and 18 months was performed over the range 2 �  
from 5° to 60°, at steps of 0.05°. A Philips PW1710 powder 
diffractometer (Eindhoven, The Netherlands) with CuK  �   
nickel-� ltered radiation was used.  

  Confocal Micro-Raman Spectroscopy 
 Raman studies were performed using a HORIBA Jobin Yvon 
(Edison, NJ) micro-Raman spectrometer (model: LabRAM) 
equipped with a 632 nm He/Ne laser source, 1800 1/nm 
grating, and an Olympus BX41 microscope system. Collec-
tion of spectra in back-scattering mode was performed at 
room temperature under the following conditions: ×100 
microscope objective, 50  � m pinhole size, 300  � m slit 
width, and 5 second exposure time. Each spectrum repre-
sents the average of 2 measurements. XY scanning (2D 
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mapping) of the samples was performed at the conditions 
stated above with the aid of a computer-controlled motor-
ized stage at a step of 0.3  � m in both X- and Y-directions. 
The effect of surface topography was avoided by automati-
cally focusing the laser beam at each point using the  “ auto-
focus ”  function of the software (LabSpec 4.1 HORIBA 
Jobin Yvon [Edison, NJ]). The samples were � rst ground to 
a � ne powder and then spread � at on a glass microscope 
slide.  

  HSM 
 A polarizing optical microscope (Nikon, Optiphot-2, Tokyo, 
Japan) equipped with a Linkam THMS 600 heating stage, a 
Linkam TP 91 control unit, and a Jenoptic ProgRes C10plus 
camera with Capture Pro 2.1 software was used for HSM 
observations.    

  RESULTS AND DISCUSSION 
  Characterization of the Modi� cations of Nimodipine 
 Nimodipine is a substance that can be obtained in either the 
amorphous or the crystalline state depending on the treat-
ment and storage conditions. Two different crystal modi� -
cations of the crystalline substance are found. 11  Commercial 
nimodipine samples are in fact racemic mixtures of the 2 
optical antipodes. 11  ,  13  An interesting subject of chemical 
research has been the relationship between the racemic and 
chiral crystals of 2 opposite and resolvable enantiomers 
( d  and  l ). Three crystal forms may appear for substances show-
ing optical antipodes: the racemate or racemic compound, a 
crystal containing both  d  and  l  in the same unit cell; the 
enantiomorph, a chiral crystal of  d  or  l ; and the conglomer-
ate, an equimolar mixture of the  d  and  l  enantiomorphs. 
Crystal mod I of nimodipine refers to the racemic com-
pound, while mod II refers to the conglomerate. 11  Mod II is 
favored by crystallization at room temperature, as well as 
by crystallization in the presence of isopropanol or ethanol 
traces. If the homogeneous mixture of the optical antipodes 
cocrystallizes, the racemic compound is formed. If the 
antipodes are locally separated, crystallization results in a 
mixture of the crystals of the pure antipodes (conglomer-
ate). Below 88°C the less soluble mod II is the most stable. 
The system is enantiotropic and crystals of mod I transform 
to mod II at room temperature. 11  To achieve dissolution 
rates that are as high as possible, the drug must be kept in 
the amorphous state or, if it partly crystallizes in the formu-
lations, then its transformation from mod I to mod II crys-
tals must be prevented. 
      Figure 1  presents a series of wide-angle XRPD patterns for 
various nimodipine samples. The pattern of the original ( “ as 
received ” ) drug sample used in this study corresponds to 
that of nimodipine crystal mod I. The one obtained after 

 Figure 1.    X-ray powder diffractometry patterns of various 
nimodipine samples.  

crystallization from solution in ethanol corresponds to the 
nimodipine crystal mod II. The XRPD patterns for the 2 
crystal modi� cations are very similar, except for the crystal-
line re� ections at low angles 2 � : for example, characteristic 
peaks at 2 �   =  6.7° for mod I, and at 2 �   =  10.40° for mod II 
can be easily observed. Furthermore, the pattern of a melt-
quenched nimodipine sample even after storage for 10 days 
at room temperature shows very low crystallinity. This � nd-
ing indicated that nimodipine can be obtained in an essen-
tially amorphous state from a melt-quenching procedure. 
The DSC study showed a glass transition temperature T g  = 
20°C for the drug. It was found that the substance, in con-
trast to many other drugs, does not show crystallization 
during cooling from the melt, or during heating an amorphous 
sample from room temperature up to the melting point 
(126°C), at least when the cooling or the heating rate is 
faster than 5°C/min. The melt-quenched sample crystallized 
during long-term storage for 6 months, and its pattern 
appears in      Figure 1 , along with the pattern for after 
18 months. The re� ections were basically those of crystal 
mod II.   
 Confocal micro-Raman spectroscopy was used to study the 
polymorphism of nimodipine. XRPD relies on the supramo-
lecular (physical) structure — that is, the extent of 3-dimen-
sional order — to distinguish between the crystalline and the 
amorphous state of the drug and the speci� c characteristics 
of the crystalline structure. Despite the fact that the crystal 
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modi� cations are the result of the arrangement of the anti-
podes, XRPD cannot directly detect differences on a molecu-
lar level. Micro-Raman spectroscopy, however, allows 
examination of the intermolecular (chemical) structure of a 
substance and therefore enables the characterization of not 
only the crystalline drug but also the amorphous drug. 
 The 2 crystal modi� cations of nimodipine can be distin-
guished by means of vibrational spectroscopy, as they 
exhibit different (Raman and IR) spectra, meaning different 
intensities at the characteristic peaks of the drug. 11  ,  17  As can 
be seen in      Figure 2 , the peak intensity at 1642 cm  – 1  (C=C 
bond stretch of the dihydropyridine ring) for the racemic 
crystal (mod I) is signi� cantly lower than that at 1347 cm  – 1  
(symmetric stretching vibrations of the  – NO 2  group 24 ). As a 
result, this intensity ratio for mod I is much larger than 1. In 
contrast, the same ratio for the homochiral crystal (mod II) 
gives a value much smaller than unity. Interestingly, the 
intensities of the 2 peaks are almost balanced in the spec-
trum of the amorphous drug, resulting in a I 1347  ÷ I 1642  ratio 
close to unity. The values of the intensity ratios correspond-

ing to each physical state of the pure drug are shown in 
 Table 1 . The tabulated mean values are for 100 measure-
ments taken from each sample. This signi� cant variation in 
the I 1347  ÷ I 1642  ratio between the amorphous and 2 crystal-
line states of the drug may be useful in determining the 
physical state of nimodipine in its solid dispersions.    

  Characterization of Solid Dispersions 
 In his review article, Craig underlined 4 key problem areas 
in the formulation and use of solid dispersions: the solid 
structure, the mechanism by which dissolution enhancement 
occurs, the stability of the dispersions during storage, and 
the poor understanding of the in vitro/in vivo correlation. 20  
The � rst 3 areas are related to the physical characteristics of 
the dispersions and, consequently, to the manufacturing 
process employed for their preparation. As mentioned in 
the introduction, the objective of this study was to explore 
the capabilities of micro-Raman spectroscopy in the charac-
terization of the solid state of nimodipine in a series of solid 

 Figure 2.    Raman spectra of nimodipine existing in different forms: (A) crystal of modi� cation I; (B) amorphous phase; (C) crystal of 
modi� cation II; (D) Raman spectrum of pure polyethylene glycol. For (A), (B), and (C), the polymorphs can be distinguished on the 
basis of the peak intensities at 1347 and 1642 cm  – 1 , as indicated by the arrows. In (D), the arrows indicate that no peaks exist at the 
above wavenumbers.  
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dispersions in PEG prepared by the hot-melt technique. 
Since nimodipine has no detectable elements such as Cl, F, 
Br, or Na, it is not possible for its particles to be distin-
guished with SEM – energy dispersive spectroscopy or trans-
mission electron microscopy, which our team has used in 
previous studies. 25-27  Additionally, SEM can detect only 
well-formed crystal particles and is unable to give informa-
tion on particle distribution in cases where the dispersed 
drug is in the amorphous state. On the other hand, powder 
XRD is used to study collectively the bulk of a sample, 
since it detects crystalline drug over a � at sample of signi� -
cant surface area (~3 × 3 cm 2 ), giving an averaged picture 
for crystallinity and crystal modi� cations; however, it can-
not detect, or provide information on, the amorphous phase. 
For this reason micro-Raman spectroscopy was selected as 
an alternative technique that can possibly provide a more 
complete sample characterization by combining the capa-
bilities of the previous 2 methods. By surface scanning an 
area, confocal micro-Raman spectroscopy can offer selec-
tive image contrast of each molecular component of a mix-
ture on a plane, while optical microscopy provides only a 
surface mapping of the whole mixture, where the contrast 
appears usually in terms of re� ective index or re� ectivity. 
The principle of Raman imaging consists of scanning the 
surface at a � xed wavenumber characteristic of a component 
of the mixture (eg, stretching vibrations of the NO 2  –  group 
of nimodipine). Each time the incident monochromatic light 
meets the sample, the intensity of a peak at a Raman shift 
characteristic of the component of interest is collected 
and measured, while those of the other components are 
omitted. 8  
 Since the FT-Raman and micro-Raman techniques have 
begun to be used in the study of pharmaceutics only recently, 
a limited number of studies currently exist in the litera-
ture. 28-34  Before now, mapping has been used in only 1 study 
of solid dispersion systems. 22  
 The preparation and storage conditions of the solid disper-
sions play a critical role, as changes may alter the dissolu-
tion characteristics of the active ingredients over time. 35-41  
Drugs dispersed in the amorphous phase are expected to be 
more soluble than the crystalline or polymorphic forms. 
However, amorphous drugs are less stable and more sensi-

tive to physical alterations during storage. Thus, examina-
tion of the morphology of the drug and the polymer matrix 
in the solid dispersions is very important to test the possible 
effects of storage. Methods for monitoring the stability of 
the amorphous state of the drug dispersed in the polymer 
have been explored for a long time. DSC, differential 
thermoanalysis, solution calorimetry, IR spectroscopy, 
XRPD, and only recently FT-Raman spectroscopy have 
been used. 42  ,  43  XRPD and micro-Raman spectroscopy are 
used comparatively in the present study. 
 Identi� cation of the crystal modi� cations of nimodipine in 
its mixtures with PEG was attempted by using as criterion 
the intensity ratio of the Raman bands at 1347 cm  – 1  and 
1642 cm  – 1  (I 1347  ÷ I 1642 ). In light of the fact that the value 
of this ratio was so distinctly different among the physical 
states of the drug in its pure form, we examined whether it 
could also serve as a tool for the quick characterization of 
nimodipine in its solid dispersions.      Figures 3A  and      3B  
show examples of (XY) micro-Raman scans performed on 
samples with nimodipine/PEG weight ratios 10/90 and 
50/50 wt/wt, respectively, 6 months after their preparation. 
     Figures 3C  and      3D  show scanning results from samples of 
the same compositions (90/10 and 50/50, respectively) after 
18 months of storage. The color bar in the images indicates 
the value of the intensity ratio I 1347  ÷ I 1642 . In the scans 
obtained from samples after 6 months of storage, areas of 
various size that displayed a very high intensity ratio 
(yellow/white, I 1347  ÷ I 1642   �  3.5) were seen to be surrounded 
by continuous areas with values in the range 0.25 < I 1347  ÷ 
I 1642  < 3.5. As can be seen in      Figure 3A , dark blue areas 
(I 1347  ÷ I 1642   �  0.25) were found to coexist with areas dis-
playing higher intensity ratios. The scans obtained from 
samples stored for 18 months had a totally different appear-
ance (     Figures 3C  and      3D ). Here, the yellow areas had 
almost disappeared, while dark blue areas were more fre-
quent and larger than before. The above observations were 
consistent among all the micro-Raman scans (5 for each 
concentration).   
 At � rst glance, a challenge in interpreting these scans arises 
from the big disparity of the intensity ratio values over the 
whole sample, especially in the large areas represented by 
intermediate colors (0.25 < I 1347  ÷ I 1642  < 3.5) that cannot be 

 Table 1.    Intensity Ratios Corresponding to the 3 Types of Nimodipine Examined*  

  Phase Structure
Peak 1  
 (cm  – 1 )

Peak 2  
 (cm  – 1 )

Intensity Ratio, 
R (=I 1  ÷ I 2 ) 

 Mean SD  

  Modi� cation I Crystalline 1347-1348 1642-1643 3.67 0.58 
 Amorphous Amorphous 1349-1350 1646-1648 1.22 0.17 
 Modi� cation II Crystalline 1348-1349 1643-1644 0.171 0.035  

    *The columns labeled Peak 1 and Peak 2 indicate the wavenumber range of 2 characteristic band assignments.   
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readily classi� ed as corresponding to completely crystalline 
or amorphous nimodipine. To investigate the physical state 
of nimodipine in its solid dispersions with PEG and whether 
a meaningful relationship exists between this and the value 
of the I 1347  ÷ I 1642  intensity ratio, a close examination of the 
Raman spectra corresponding to regions of different color 
in the scans was performed. Identi� cation of the physical 
state of nimodipine in the mixture was attempted by com-
paring the spectra obtained from mixtures with those of pure 
nimodipine, as seen in      Figure 4 . The � rst row (     Figures 4A , 
     4B ,      4C ,      and 4D ) depicts the Raman signatures of pure 
nimodipine (and PEG) in selected spectral windows where 
differences between the racemic and homochiral crystals of 
the drug can be observed.      Figure 4A  shows that mod I 
exhibits a single band at 1198 cm  – 1  (corresponding to the 
stretching vibration of the C-C bond between the aromatic 
and pyridine rings 24 ), whereas in the spectrum of mod II a 
split of this band had occurred. The amorphous material 
showed a distinct band at 1197 cm  – 1  and a poorly resolved 
peak at slightly higher wavenumbers.      Figure 4B  shows the 
peaks assigned to the symmetric stretching vibrations of the 
 – NO 2  group. This peak exhibited high intensity at 1347 cm  – 1  
in the spectra of mod I. In the mod II spectrum, the peak 
was signi� cantly weaker and slightly shifted to higher 
wavenumbers (1348-1349 cm  – 1 ). The amorphous material 
displayed a broad band centered at ~1348 cm  – 1 . The relation 

 Figure 3.    Micro-Raman XY scans of samples prepared by the 
melt method. Scans (A) and (B) correspond to nimodipine/PEG 
10/90 and 50/50 wt/wt, respectively, and were obtained 6 months 
after sample preparation. Scans (C) and (D) correspond to 
nimodipine/PEG 10/90 and 50/50 wt/wt, respectively, and were 
obtained 18 months after sample preparation. The color map 
indicates spatial variation of the intensity ratio I 1347  ÷ I 1642 . PEG 
indicates polyethylene glycol. Points a, b, c, and d in Figure 3A 
correspond to spectra a, b, c, and d in Figure 4E-H.  

between the bands of mod I (1642 cm  – 1 ) and mod II (1644 
cm  – 1 ) was the opposite in      Figure 4C  (C=C stretch bond), 
where the latter exhibited a band of signi� cantly higher 
intensity. The band for the amorphous material was broad 
and centered at 1647 cm  – 1 , and was of higher intensity than 
that of mod II. Finally, in      Figure 4D  the bands correspond-
ing to the stretching vibrations of the >C=O groups of the 
molecule are shown. The bands in this part of the spectrum 
were typically weak, although that of mod II (1699 cm  – 1 ) 
was generally signi� cantly larger than the others (1700 cm  – 1 ). 
An additional, less intense, band (1692 cm  – 1 ) could be 
observed in the spectrum of mod I.   

 The spectra of pure nimodipine described above were sub-
sequently used as reference for identifying the physical state 
of the drug in its solid dispersions with PEG. The examina-
tion involved over 200 spectra collected from various points 
in Raman scans obtained from mixtures with concentrations 
10 to 50 wt% in nimodipine. An example is given in      Figures 
4E-4H , which show the corresponding spectra of the points 
marked as A through D in      Figure 3A . As can be seen, the 
Raman signatures (band shapes and locations) of points A 
(I 1347  ÷ I 1642   �  3.5) and D (I 1347  ÷ I 1642   �  0.25) were very 
similar to those of mod I and mod II, respectively. This � nd-
ing was consistent (and exclusive) for all points collected 
from areas with intensity ratios outside the range 0.25 to 
3.5. Speci� cally, the examination of 20 samples from areas 
with a ratio greater than 3.5 (yellow-colored areas) gave an 
average value of 3.84 (SD  ± 3.67; median 3.69). The exami-
nation of 20 samples from areas with a ratio less than 0.25 
(dark blue areas) gave an average value of 0.18 (SD  ± 0.05; 
median: 0.19). On the basis of this result it can be concluded 
that the ratio I 1347  ÷ I 1642  can be used as a criterion for iden-
tifying the presence of crystals and their modi� cation in the 
PEG/nimodipine solid dispersions. The Raman signatures 
of points from regions with a ratio within the range 0.25 < 
I 1347  ÷ I 1642  < 3.5 were also examined. The Raman spectra 
collected from these regions did not fully conform to any of 
the spectra observed for the pure crystalline or amorphous 
nimodipine. Points B (green area) and C (light blue) were 2 
examples of that case. From      Figures 4E to 4H  it can be seen 
that the spectrum of point B had a lot of similarities with 
that of mod I, but the shape and location of its band at 1700 
cm  – 1  resembled that of the amorphous material. Raman 
spectra collected from samples of 1 wt% nimodipine in PEG 
(results not shown) gave the same peak assignments and 
I 1347  ÷ I 1642  ratios as those obtained from amorphous pure 
nimodipine. It can therefore be inferred that both forms of 
nimodipine (amorphous and mod I) might be present in this 
location. On the other hand, point C followed loosely the 
characteristic bands of mod II, suggesting that some of the 
drug in this area was present in the form of crystals of mod 
II. From      Figure 4E  it can be seen that the spectra of these 2 
points also contained bands that belonged to the molecules 
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of PEG, an indication that the drug did not exist in pure 
form. It should also be mentioned that, for both points, the 
characteristic peaks of their spectra were found to be less 
intense than those corresponding to the crystalline modi� -
cations and also slightly shifted to different frequencies. 
Intensity attenuations and band shifts result from local vari-
ations in drug structure and composition and indicated that 
the intermolecular interactions of the nimodipine with its 
surroundings were not the same everywhere. In fact, shifts 
in the bands of nimodipine (occasionally up to 4 cm  – 1 ) were 
frequently observed to occur in spectra collected from dif-
ferent locations in the scans. Notably, in some of the spectra 
(approximately 30 out of 200) shifts in the band assigned to 
NO 2 -stretch (normally appearing at 1642-1644 cm  – 1 ) were 
also found, resulting in erroneous calculations of the I 1347  ÷ 
I 1642  ratio. Taking into account all these discrepancies, it 
was concluded that the values of the ratio I 1347  ÷ I 1642  in the 
range of 0.25 to 3.5 indicated material existing in a hetero-
geneous state, but this parameter could not be used alone for 
an in-depth interpretation of the physical state of the drug in 
the mixtures. 
 In summary, we showed that examination of spectra corre-
sponding to 0.25 < I 1347  ÷ I 1642  < 3.5 revealed that nimodip-
ine in these regions coexisted with PEG and may be present 
simultaneously in more than 1 form. The composition of 
these regions, which was found to vary with location, can 
be best described as heterogeneous. Identi� cation of 

 Figure 4.    (A), (B), (C), and (D) Details of Raman spectra obtained from samples of pure nimodipine; (E), (F), (G), and (H) 
nimodipine/PEG solid dispersions. Mod indicates modi� cation; Amorph, amorphous; PEG, polyethylene glycol. Spectra a, b, c, and d 
in Figure 4E-H correspond to points a, b, c, and d in Figure 3A.  

domains within these areas where nimodipine existed in 
only a single form could not be performed, as the size of 
these domains was below the resolution capabilities of the 
instrument used in this study. Therefore, we can only 
speculate that these areas contained crystals of nimodipine 
of molecular to submicron-sized dimensions and/or amor-
phous regions formed in the presence of PEG. Detailed 
analysis of the Raman spectra, for instance, through peak 
deconvolution and subsequent integration of the area 
under each Raman peak, can possibly provide more infor-
mation on the composition and amounts of nimodipine 
present in each domain, but this analysis often proves 
laborious. 
 The conclusions drawn from this analysis can now be used 
toward an interpretation of the micro-Raman maps of      Fig-
ure 3 . Having established that the ratio I 1347  ÷ I 1642  may be 
used for the identi� cation of crystalline domains of the drug 
in the PEG/nimodipine melts, white/yellow domains (I 1347  ÷ 
I 1642   �  3.5) in the scans can be taken to represent crystals 
of mod I, while dark blue domains (I 1347  ÷ I 1642   �  0.25) can 
be taken to represent crystals of mod II. In the scans corre-
sponding to samples examined 6 months after preparation, 
crystals with sizes from one to several micrometers could 
be seen. Overall, it appeared that the crystals (mod I or mod 
II) of nimodipine seemed to coexist in highly distributed 
and discontinuous microdomains throughout the sample 
volume. Several scans (5 per concentration) performed on 
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these samples indicated a trend of increasing crystal size 
with overall drug content. This semiqualitative observation 
was also supported by HSM studies (not shown) performed 
above 60°C so that the melting of the polymer matrix (PEG 
4000) would allow observation of the size of the drug crys-
tals. These observations could be rationalized in terms of an 
increasing degree of crystallinity as a result of supersatura-
tion observed with increasing drug content. An estimate, 
obtained through XRPD data analysis, showed that the 
drug ’ s crystallinity was 34, 43, 55, 64, and 67 wt% in solid 
dispersion containing 10, 20, 30, 40, and 50 wt% nimodipine, 
respectively. The crystallinity was assessed by using as stan-
dards physical mixtures of nimodipine/PEG containing the 
drug in its  “ as received ”  form (pure crystalline nimodipine). 
The results were obtained by � rst subtracting from the 
XRPD patterns the peaks corresponding to crystal re� ec-
tions of PEG and then integrating the area under the peaks 
of crystalline nimodipine. 

 Although crystals could be seen in the micro-Raman scans, 
the majority of the mapped areas consisted of heterogeneous 
domains (0.25 < I 1347  ÷ I 1642  < 3.5) representing mixtures of 
nimodipine with PEG. As mentioned earlier, Raman spectra 
collected from these domains provide indications that the 
drug existed in different physical states, the length scales of 
which (molecular to submicron) are too small to be resolved 
with the present technique. 

 Samples with drug concentration 10 and 50 wt% were also 
examined after 18 months of storage (     Figures 3C  and      3D , 
respectively). The appearance of these samples was in stark 
contrast to that of the samples after storage for 6 months. 
Speci� cally, areas where the drug existed in crystalline mod 
II seemed to have increased, while crystals of mod I had 
almost disappeared. As discussed previously, the scans 
showed that the majority of the sample is occupied by 
heterogeneous domains. 

 Examination of the drug stability with time was also per-
formed by means of XRPD. The patterns of the solid disper-
sions were recorded at 3 different times: 10 days, 6 months, 
and 18 months after preparation of the samples. The study 
showed that no substantial change occurred in the sample 
over the period between the � rst 2 measurements. However, 
the XRPD traces recorded at 18 months were quite different 
compared with the initial measurements, possibly because 
of crystal modi� cation of the drug. The patterns after 10 
days of storage showed peaks of nimodipine crystal mod I, 
while the peaks in the patterns after 18 months were in prin-
ciple of mod II, though there were some residual peaks cor-
responding to mod I. For pure nimodipine, crystallization 
below 88°C favors appearance of mod II. Our tests in the 
case of pure melt-quenched nimodipine showed that in the 
XRPD pattern after 18 months of storage at 25°C only peaks 
for mod II crystals appeared. Although the drug appeared to 

be effectively stabilized in the dispersion in the polymer for 
times up to 6 months, the storage period of 18 months was 
long enough for changes in the crystalline structure of the 
drug to occur. In general, the XRPD results were in qualita-
tive agreement with those obtained from Raman mapping in 
terms of the changes in the crystalline modi� cation of the 
drug with time.   

  CONCLUSIONS 
 In the present study, characterization of the distribution and 
physical state of the drug nimodipine in its solid dispersions 
with PEG was attempted by means of confocal micro-
Raman spectroscopy and powder XRD. Two-dimensional 
Raman maps displaying the spatial variation of the intensity 
ratio of 2 characteristic peaks of the Raman spectrum of 
nimodipine (I 1347  ÷ I 1642 ) were used for the examination of 
samples with overall nimodipine content between 10 and 50 
wt%. The mapping results revealed that part of the drug 
existed in the form of crystals with sizes from one to several 
micrometers. The majority of the mapped areas, however, 
were found to constitute heterogeneous regions where 
nimodipine coexisted with PEG. Raman spectra obtained 
from points within these regions were not consistent and 
seemed to vary randomly with location, which suggested 
that nimodipine was not uniformly distributed and might, 
locally, be present simultaneously in more than 1 form. Fur-
ther information on the distribution and physical state of 
nimodipine inside these heterogeneous regions may be pos-
sibly obtained through detailed analysis of the collected 
spectra; this laborious task will be the objective of future 
research. 
 Micro-Raman spectroscopy and XRPD were also used to 
study the effect of storage time on the stability of the drug, 
and the observed results were in qualitative agreement. Spe-
ci� cally, in samples examined 6 months after preparation it 
was found that the drug crystals were mainly heterochiral 
(mod I). Examination of the same samples after 18 months 
of storage showed the presence of only homochiral crystals 
(mod II), indicating that this storage period was long enough 
for the transformation in the crystalline structure of the drug 
to occur.  

  ACKNOWLEDGMENTS 
 K.L.H. would like to acknowledge the support of the Natu-
ral Sciences and Engineering Research Council in the form 
of an Undergraduate Student Research Award. Infrastructure 
funding for this project was provided by Canada Foundation 
for Innovation, NSERC (Research Tools and Instruments 
program), and Ontario Innovation Trust. This work was also 
funded by the Greek Ministry of Education (EPEAEK 
Pythagoras I, 21914).    



The AAPS Journal  2007; 9 (3) Article 43 (http://www.aapsj.org). 

E369

  REFERENCES    
  1  .      Campbell Roberts     SN     ,    Williams     AC     ,    Grimsey     IM     ,    Booth     SW     . 
     Quantitative analysis of mannitol polymorphs. FT-Raman spectroscopy.   
   J Pharm Biomed Anal   .   2002  ;  28  :  1135  -  1147      .   
  2  .      De Spiegeleer     B     ,    Seghers     D     ,    Wieme     R     , et al    .      Determination of the 
relative amounts of three crystal forms of a benzimidazole drug in 
complex � nished formulations by FT-Raman spectroscopy.      J Pharm 
Biomed Anal   .   2005  ;  39  :  275  -  280      .   
  3  .      Tian     F     ,    Zeitler     JA     ,    Strachan     CJ     ,    Saville     DJ     ,    Gordon     KC     ,    Rades     T     . 
     Characterizing the conversion kinetics of carbamazepine polymorphs to 
the dihydrate in aqueous suspension using Raman spectroscopy.   
   J Pharm Biomed Anal   .   2006  ;  40  :  271  -  280      .   
  4  .      Yu     L     ,    Reutzel     SM     ,    Stephenson     GA     .      Physical characterization of 
polymorphic drugs: an integrated characterization strategy.      Pharm Sci 
Tech Today   .   1998  ;  1  :  118  -  127     .   
  5  .      Stephenson     GA     ,    Pfeiffer     RR     ,    Byrn     SR     .      Solid-state investigation of 
the tautomerism of acetohexamide.      Int J Pharm   .   1997  ;  146  :  93  -  99     .   
  6  .      Threlfall     TL     .      Analysis of organic polymorphs: a review.      Analyst   . 
  1995  ;  120  :  2435  -  2460     .   
  7  .      Huong     PV     .      Drug analysis by Raman and micro-Raman spectroscopy.   
   J Pharm Biomed Anal   .   1986  ;  4  :  811  -  823      .   
  8  .      Huong     PV     .      New possibilities of Raman micro-spectroscopy.      Vib 
Spectrosc   .   1996  ;  11  :  17  -  28     .   
  9  .      Fini     G     .      Applications of Raman spectroscopy to pharmacy.      J Raman 
Spectrosc   .   2004  ;  35  :  335  -  337     .   
  10  .      Sharonov     S     ,    Chourpa     I     ,    Morjani     H     ,    Nabiev     I     ,    Manfait     M     ,    Feofanov   
  A     .      Confocal spectral imaging analysis in studies of the spatial 
distribution of antitumor drugs within living cancer cells.      Anal Chim 
Acta   .   1994  ;  290  :  40  -  47     .   
  11  .      Grunenberg     A     ,    Keil     B     ,    Heck     JO     .      Polymorphism in binary mixtures, 
as exempli� ed by nimodipine.      Int J Pharm   .   1995  ;  118  :  11  -  21     .   
  12  .      Grunenberg     A     ,    Henck     JO     ,    Siesler     HW     .      Theoretical derivation and 
practical application of energy/temperature diagrams as an instrument in 
preformulation studies of polymorphic drug substances.      Int J Pharm   . 
  1996  ;  129  :  147  -  158     .   
  13  .      Cardoso     TM     ,    Rodrigues     PO     ,    Stulzer     HK     ,    Silva     MAS     ,    Matos     JR     . 
     Physical-chemical characterization and polymorphism determination of 
two nimodipine samples deriving from distinct laboratories.      Drug Dev 
Ind Pharm   .   2005  ;  31  :  631  -  637      .   
  14  .      Wang     SD     ,    Herbette     LG     ,    Rhodes     DG     .      Structure of the calcium 
channel antagonist, nimodipine.      Acta Crystallogr Sect C   . 
  1989  ;  C45  :  1748  -  1751     .   
  15  .      Urbanetz     NA     ,    Lippold     BH     .      Solid dispersions of nimodipine and 
polyethylene glycol 2000: dissolution properties and physico-chemical 
characterization.      Eur J Pharm Biopharm   .   2005  ;  59  :  107  -  118      .   
  16  .      Urbanetz     NA     .      Stabilization of solid dispersions of nimodipine and 
polyethylene glycol. 2000.      Eur J Pharm Sci   .   2006  ;  28  :  67  -  76      .   
  17  .      Papageorgiou     GZ     ,    Bikiaris     D     ,    Karavas     E     , et al    .      Effect of physical 
state and particle size distribution on dissolution enhancement of 
nimodipine/PEG solid dispersions prepared by melt mixing and solvent 
evaporation.      AAPS J [serial online]   .   2006  ;  8  :  E623  -  E631      .   
  18  .      Hörter     D     ,    Dressman     JB     .      In� uence of physicochemical properties on 
dissolution of drugs in the gastrointestinal tract.      Adv Drug Deliv Rev   . 
  2001  ;  46  :  75  -  87      .   
  19  .      Leuner     C     ,    Dressman     J     .      Improving drug solubility for oral delivery 
using solid dispersions.      Eur J Pharm Biopharm   .   2000  ;  50  :  47  -  60      .   
  20  .      Craig     DQM     .      The mechanisms of drug release from solid dispersions 
in water-soluble polymers.      Int J Pharm   .   2002  ;  231  :  131  -  144      .   

  21  .      Ford     JL     .      The current status of solid dispersions.      Pharm Acta Helv   . 
  1986  ;  61  :  69  -  88     .   
  22  .      Breitenbach     J     ,    Schrof     W     ,    Neumann     J     .      Confocal Raman-
spectroscopy: analytical approach to solid dispersions and mapping of 
drugs.      Pharm Res   .   1999  ;  16  :  1109  -  1113      .   
  23  .      Bikiaris     D     ,    Papageorgiou     GZ     ,    Stergiou     A     , et al    .      Physicochemical 
studies on solid dispersions of poorly water-soluble drugs: evaluation of 
capabilities and limitations of thermal analysis techniques.      Thermochim 
Acta   .   2005  ;  439  :  58  -  67      .   
  24  .      Lin-Vien     D     ,    Colthup     NB     ,    Fatelay     WG     ,    Grasselli     JG     .          The Handbook 
of Infrared and Raman Characteristic Frequencies of Organic 
Molecules.        London, UK  :   Academic Press        ; 1991.   
  25  .      Karavas     E     ,    Georgarakis     E     ,    Bikiaris     D     .      Felodipine nanodispersions 
as active core for predictable pulsatile chronotherapeutics using PVP/
HPMC blends as coating layer.      Int J Pharm   .   2006  ;  313  :  189  -  197      .   
  26  .      Kanaze     FI     ,    Kokkalu     E     ,    Niopas     I     ,    Georgarakis     E     ,    Stergiou     A     , 
   Bikiaris     D     .      Dissolution enhancement of � avonoids by solid dispersion 
in PVP and PEG matrices: a comparative study.      J Appl Polym Sci   . 
  2006  ;  102  :  460  -  471     .   
  27  .      Karavas     E     ,    Georgarakis     E     ,    Bikiaris     D     .      Application of PVP/HPMC 
miscible blends with enhanced mucoadhesive properties for adjusting 
drug release in predictable pulsatile chronotherapeutics.      Eur J Pharm 
Biopharm   .   2006  ;  64  :  115  -  116      .   
  28  .      Al Zoubi     N     ,    Koundourellis     JE     ,    Malamataris     S     .      FT-IR and Raman 
spectroscopic methods for identi� cation and quantitation of 
orthorhombic and monoclinic paracetamol in powder mixes.      J Pharm 
Biomed Anal   .   2002  ;  29  :  459  -  467      .   
  29  .      El Hagrasy     AS     ,    Chang     SY     ,    Desai     D     ,    Kiang     S     .      Raman spectroscopy 
for the determination of coating uniformity of tablets: assessment of 
product quality and coating pan mixing ef� ciency during scale-up.   
   J Pharm Innov   .   2006  ;  Sept/Oct  :  37  -  42    .   
  30  .      Griesser     UJ     ,    Auer     ME     ,    Burger     A     .      Micro-thermal analysis, 
FTIR- and Raman-microscopy of (R,S)-proxyphylline crystal forms.   
   Microchem J   .   2000  ;  65  :  283  -  292     .   
  31  .      Bell     SEJ     ,    Beattie     JR     ,    McGarvey     JJ     ,    Peters     KL     ,    Sirimuthu     NMS     , 
   Speers     SJ     .      Development of sampling methods for Raman analysis of 
solid dosage forms of therapeutic and illicit drugs.      J Raman Spectrosc   . 
  2004  ;  35  :  409  -  417     .   
  32  .      O ’ Brien     LE     ,    Timmins     P     ,    Williams     AC     ,    York     P     .      Use of in situ 
FT-Raman spectroscopy to study the kinetics of the transformation 
of carbamazepine polymorphs.      J Pharm Biomed Anal   . 
  2004  ;  36  :  335  -  340      .   
  33  .      Romero-Torres     S     ,    Perez-Ramos     J     ,    Morris     KR     ,    Grant     EE     .      Raman 
spectroscopy for tablet coating thickness quanti� cation and coating 
characterization in the presence of strong � uorescent interference.     
 J Pharm Biomed Anal   .   2006  ;  41  :  811  -  819      .   
  34  .      Krishna     CM     ,    Sockalingum     GD     ,    Kegelaer     G     ,    Rubin     S     ,    Kartha     VB     , 
   Manfait     M     .      Micro-Raman spectroscopy of mixed cancer cell 
populations.      Vib Spectrosc   .   2005  ;  38  :  95  -  100     .   
  35  .      Koenig     JL     ,    Angood     AC     .      Raman spectra of poly(ethylene glycols) in 
solution.      J Polym Sci A   .   1970  ;  8  :  1787  -  1796     .   
  36  .      Verheyen     S     ,    Blaton     N     ,    Kinget     R     ,    Van den Mooter     G     .      Mechanism of 
increased dissolution of diazepam and temazepam from polyethylene 
glycol 6000 solid dispersions.      Int J Pharm   .   2002  ;  249  :  45  -  58      .   
  37  .      Suzuki     H     ,    Sunada     H     .      Some factors in� uencing the dissolution of 
solid dispersions with nicotinamide and hydroxypropylmethylcellulose 
as combined carriers.      Chem Pharm Bull (Tokyo)   .   1998  ;  46  :  1015  -  1020    .   
  38  .      Saers     ES     ,    Nystrom     C     ,    Alden     M     .      Physicochemical aspects of drug 
release, XVI: the effect of storage on drug dissolution from solid 



The AAPS Journal  2007; 9 (3) Article 43 (http://www.aapsj.org). 

E370

dispersions and the in� uence of cooling rate and incorporation of 
surfactant.      Int J Pharm   .   1993  ;  90  :  105  -  118     .   
  39  .      Serajuddin     ATM     .      Solid dispersion of poorly water soluble drugs: 
early promises, subsequent problems, and recent breakthroughs.
      J Pharm Sci   .   1999  ;  88  :  1058  -  1066      .   
  40  .      Hancock     BC     ,    Zogra�      G     .      Characteristics and signi� cance of the 
amorphous state in pharmaceutical systems.      J Pharm Sci   .   1997  ;  86  :  1  -  12      .   

  41  .      Junginger     HE     ,    Wedler     M     .      Thermal stability of mefruside-
polyvinylpyrrolidone solid dispersions.      Pharm Res   .   1986  ;  3  :  41  -  44     .   
  42  .      Taylor     LS     ,    Zogra�      G     .      The quantitative analysis of crystallinity using 
FT-Raman spectroscopy.      Pharm Res   .   1998  ;  15  :  755  -  761      .   
  43  .      Chan     KLA     ,    Kazarian     SG     .      FTIR spectroscopic imaging of 
dissolution of a solid dispersion of nifedipine in poly(ethylene glycol).   
   Mol Pharm   .   2004  ;  1  :  331  -  335      .     



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 290
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 290
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 800
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [7200.000 7200.000]
>> setpagedevice


